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x/yyifAoi.^^B.^^. s.*v> y/-f 

a K**#flt, ^x-r*T 

StU jSH -C00H££ 563<-68?6 ^fr-f^T* 
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* •efL-f-'^CH3-(CH2) n -C0OH i^(±CH3-(CH2)n-CH2 0 

7t umffim 7 >u p - )\,<nn i m» t , * *i-p*ischs -c« 

H2(n-l)-C00Hi^liCH3-CnH2(n-l)-CH20H . i £ "C n <i 

8-22 C7>6&, T-R^tL^m^Ff&fOfl&WKi fcttflMS 

* SttJWi: LTO l WLt tz(t*ti&±.<7>mm 

[W**2] #*®(B) ft**(B) o^a 

* 2036-85J6 w/w <Dft#ft** ij7-7pjy^, 

* 556-25% w/w ffrtttttli 

* ft£JM5ft#J :3H-18X»/w«*l Jftfl-»ir3Ji-18)i w/ 
w <7>SS2J&$K 

* 0.556-1596 w/w 0**J, 

* 5J6 w/toJJUTOtt^-BfcAffJ. 40 

[W#«4] *3Mijofc***Hh&», #**(B) tf>£ 
a*(CitLT3J6-1856 w/w £1*7 7 'J fr 

7;un-;ut356-l856 *MtM >R*fcW::fru>f *7 

Mil. 
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[W3US 6 J «*tJ8 (A) AS7^UOA*-f)Kf)7$ 
18S*« 7 ] J6Effr*tt«K'J ^-**Duro Tak 87-2852 

t-*>*w*« i iBtto*#joejsi4a^ffl«i«o 

[»WO«MB&l!ii8] 
[0 0 0 1 ] 

[0 0 0 2 J KJWfflUftlSigftUJ: 19 fStt#J 
wS^ >■ A4f 14 1 ffifcv»3W*14 * #i" * 

'^U5 M"f '^S^BSu <Uf 

/\'*^f ;P7^3-JK 5 'J Xf*7*3- fry 79'J 

;u r ^ 3 - fry xi-Tii J -frts: t*<Dffiti)]Wi Tfr-3-fr 
x-hZ> 0 z<n^{ty ft«WA»*#»tttfiv»*|»it 

[0 0 0 3] 

[ft*oa*RD , «fl* t «f*LJ: T IS^JO 
14 4r f* n o r-v < y x o ft Alt 3fc#J&«& S 

[0004] &&&&imLimmwmzm®*<&mi: 

-O^-rVv-v^Sr^-fo m*.l£y H»lf^'bO > K14 
[0 0 0 5] «J^14^:lt«LI±, *J=*tt**OJR#K: 
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[0 0 0 6] #-*0&j£ttas»J£lt«L->Xf-A{±, 

II, 3»*WUJfe»(H:ft«Lr, -e-LT!®E#*SiJ^'biS 
*J Jfcjf >£r a c TUSK* UfclW 4 C t Z& £ & 

it;Jilifce>fcv\, 

[0 0 0 7] »$iJOf££14&4li, <<> < oi^MflW 

••5>C t tfX- # * 3£3<J<Oft CRM* 4:tt-i4„ CO 
R#l±v><oi><?)7T * *-mS&„ SflU-liSaSUR* 

[0 0 0 8] ft&ttiRJKO&Kli, » 

^ffitesu^^^wt^fis, znmmit, ft? 
ft, a»tt, «jsso^»jet^;K^i±au«j:i9fj«i* 

[0 0 0 9] AM<O|»K1*ttJ&!RRrf«ttSlJ<0ejfett 

ollgaard in "Pharmaceut icalSkin Penetration Enhanc 
ement". Marcel Dekker, New York 1993, pages 229-24 

[0 0 10] JM3fc#JO«ffr(i, ftASBJWaifillJfete'fVt 
-f XOg^tfU^oTv^o -g-ixli, by Hori, Satoh and 
Maibach in "Percutaneous Absorption", Marcel Dekk 
er, New York 1989, pages 197-21 HC <fc <0 3\m$tl2> <fc 

[ooii] -etui, 0'<<7)mmm-c2mitcit^rtia 
o***v^ti-«c t «ra%Lfc*i^ts:iK*»*>aft-r*c 

[0 0 12] #£<0*«2&*li, «S4ltt»Joa^«4» 

A)t*iaUfc*«lOjHR4:Jflip$-li-*^TOSltEift«Uj2; 
[0 0 13] Cooper (1984) li, #V jc^- w > ^ n- 

^T**-f-JURO*»*J|liirr*£ t fc^Lfco Aungst 
^(1986) li, K^I*lW^TO^n # v >iR(t»;Wt<5 

«aitssa"j<o!«i*(±. tr t * ;Koa^-&*>-fr{± tr t * a- 



(3) 1 1 - 1 5 2 2 2 4 

[0 0 14] Green, Guy&V'Hadgraf t (1988) li, *U 
-f >B*fc 7 -7 >tt* f ffiffl S ftT^ < wffi^i 

[0 0 1 5] SilWKl±v><O7j'0*flJ<7>«jfcte£lt«L 
l-**LTSft#tf;fc«Al«5li3iJi LTiE"<<b;ft-C</>*o Go 
Iden et al. (1987)11, VSi&-tZ> a HBflfi&OiJ J3 «t -f-co 
/0 if?JM#-XA(i N Jr$fL^ffiROJ««a 

[0 0 16] CJlUitLT, Kadir ^ in "Pha rmaceut i 
cat Skin Penet rat ion Enhancement", Marcel Dekker, 
New York 1993, pages 215-227(1, V> < o^Otf&SJcO 
v»<o^lii/i^e,^U^oTv»i6:v»^ ^ < <n 
flfftTtt, -*oj£j»»»#14lc*ti--5.^-tt<b<Oil:«<o 

[0 0 17] 4-fii, liSSfttr^^-^'jfejffoifta 

*ttv>i, IBK^WoXft^a-jfeaEttMlt (DSC)SC/ 
7-'Ji#{1.X^>FD^-^- (FTIR) *fflv>T§fffi 
$ttrv^ 0 ztihnjj&l*. «i-/Xf A^KSO 
^$tL/:*S(biolayers) cO^^tSitOifeiH^?! §g 
-L, aia&n«tfl:<oat»ftS:*ift1$*4wfct^i-. Mo 
I Igaard in "Pharmaceutical Skin Penetration Enhanc 
ement". Marcel Dekker, New York 1993, pages 229-24 
2 Wifc^X^Z 1 -7 IC * W >SSt yntfwy 

^'J 3-;w?r#*LT^^-7C&fiS;%;li, 7*nt:U->r 

»ii, z<DinKi&inimi-xmmft?<oxt)m^^m 

[0 0 18] ^.-Sco^tivXT-Aii, mW8, 
'J 7«WftiiJ7^t-H^«yXfA^ 

Wffl**JS[ffl**L4aKtt, t£ffcOFick£Sij7j^*uc^< 

50 [0 0 1 9] Z<7)i>4-f<?)mik&m$l$:V&.V>'X7- A 
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it, - hn^y-fcij >*M14iS**>XxMMinitran by 
3M) i fcttFDA h 7 v ^ - (est radio 

iMCIimara by 3M) OBfttv-t 7f < 

^(:ov^TcOf4^1ff^l±5L^Ct75 f ^o^o EP 0 279 
982/ilt^\ Jj[J»*:«W4*«*ttaLS:i«lt Lfc« 

[0 0 2 0) EP 0 519 926 B1 Uli, fcteSUOjftffijSjS 

[0 0 2 1 1 WO 93/25168 it s 

[0 0 2 2] USP 5 466 465 (Cli, HBJPJJRS^ftttffJO 
[0 0 2 3] EPA 0 413 553 \Zit % SMW£lt*L**-* 
[0 0 2 4] EPA 0 573 133 <d\ 1 «£ £ ii^ftWJiO 
[0 0 2 5] EPA 0 279 977 Kfi, "/DyxXrD^ 

[0 0 2 6] USP 5 023 084 (i N ^ 'J 7 ^ 'J >K v U r? 

[0 0 2 7] W0 90/11 064 tt, FDyx "7*n v 

* x ^ > * fc (i * ti h co frg-ft o fz th <D ftjff ft Sitifeff J 

[0 0 2 8] USP 4 764 381 KU\ 2~x*-/U-1, 3-^^r 



(4) 1 1 - 1 5 2 2 2 4 
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[0 0 2 9 ] EP 0 551 349(i, jgj£14rV<'f * 

•J K41TOJ:o**».A (110 r£i@;L£) »#J^feffl 
[0 0 3 0] USP 4 863 970 iZit s \&mT ^ ? - )\, t fa 

[0 0 3 1 ] USP 5 378 473 li, Si/:(it»^ 
LT05t [CH3 (CH2 )mC00]nR OxxfiK ffil<[i7' 

[ 0 0 3 2 ] W0 95/01767 ti, ^^077^0^; 

^(PG) C t tH^Uv^o 

[0 0 3 3] ±EJ6^<fc»W#*fc«*Tdff#ttll*), II 
j£ttiKCJ:^> xf;H:;i,D-xoi;^^8:M 

r ^ - )i co j: £SSWS£5l cf / 4 fc (ifliBSJ* r * 3 
[0034] ^su^i:^^. *«9ja*H!g*Lfc. ^<o 

li?S^JOPSA ^co?JS*D*±, PSA SrpTfflffcU L 

Olel^Iii. (Satas D. , chapter 4: Tack, in Hand 

book of pressure sensitive adhesive technology, N. 

York 1989, pp. 38-60) frC fflTF $ tlX^^b ^ < O^Offi 
40 #»JO«SJ«m: «3"C#4o 

[0 0 3 5] Chien in "Transdermal Controlled Syste 
mic Medications", Marcel Dekker,New York 1987, pag 
es 25-81 I*. #gU*ei**JOfc»(Oja[i»«A«l5ft#JO 

50 L/co L*Lft*»fe, 86*«f<±I^ryn-fo^ 
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[0 0 3 6 ] 

UMB*»ife+4fcJ60#S:l $5£WI4, TISa), b), 
c) <b 4- * #-« OigJ$itf'/< -f X (device) 0»f€ffifiSt 

a) ; ay 

b) TE«>*!;-***t#*LT*4tt« ; 

i) &B.tt% #')■?-■? V ') y a V 

ii) so-' 

iii) tt*«it, ao-' 

v ) i**fcii*nw±o*«, a^ 

t\ 

c) 1£EB# C £ *l & 7 4 + - o 

[0 0 3 7] R<^#c«btc, 

[0038] fefem<ofemto%)m t *>z®&it%:imi 

[0 0 3 9] K^lctc, 

[0 0 4 0] If tic, v»<o*»OfStt#JOft4 

S«J & JN3ft*U a > >* v h (compos i te) tLtiCt 

[004 1 ] Lxmtti&Jkv/itzimm 

[0 0 4 2] %<^Zt^ *-S<OgStt7'/H^ 

[0 0 4 3] M<^-^ZtK, yf7') >m<Dm<0±Ufr 

[0 0 4 4 ] I<KKi:i:, ^)i"t^a-^<7)mta 
(4, »*M4«*3fc&5Wi: LT«§, #««l*4rA»4 

[0 0 4 5] 



(5) #G3¥1 1 - 1 5 2 2 2 4 

[0 0 4 6] CO»l*jO±g8>(±, £&*>fStt*J*/,:li 

[0 0 4 7] M^t« ^H^OiStlli, -e-^-en^cHs- 
(CHz)n-COOH i^:(4CH3-(CH2)n-CH20H, ZZTnlt 6- 
16, 4ffL<(4 8-12, *<>fti L < (410OJI&, 
x.<bn*fia«a&IWKiJt(4Bi)teSir^3-;Kms i 

70 t, -?-n-f"tL3^CH3-CnH2(n-l)-C00Hj^(iCH3-CnH 

2(n-u-CH20H , CwT'nli 8-22, ftt L< 1414-1 

8, *(>ff*L<iii6ose», x-S-LhtibWX-mntik 

io7 xs<4, mmm. ttttu 

tffc*JK &S#J, Kffcl*Jt*J, JW»ISit*J*>J:T&iS 
20 urt J: v» 0 

[0 0 4 8] *»WO«JK1t*«t«L.->Xf- U (system) 

[0 0 4 9] COH^O&J&14£lt«L->X-rA(syste 
m)!4, TIBa), b), c)t#*LT^^ : 

i", HCUf-^'-f *a f 7 BIBJOJ: ^ frftJWIBI^-X-e 

So 

c)«ffli»»Cl!fe*Sit*«BlttaJ5 
40 [0 0 5 01 f'WXOfM^iiJ^iOKttfflJii 
rig#JJ (4, f;!OW- «f-»:«r*W, T^W 
ft * ^ 14 *<0fliO*4t*a!*WR * ^ w » 

[0051] *ft«of/u^i:ftffits;t<or^4 

SI^J<7)^ ^ 7C9HW4, V^^J (ant i inf I amatory drug 
s) , 0HS#J (analgesics), ^^^^^(antiarthritic 
drugs) , ffitt£5E#J(tranqui 1 1 izers), foMtfg&Lffl (na 
rcotic antagonists), St'''— > V^^J(ant iparkinso 
50 nian agents) , tfiJf>ffl (anticancer drugs), ftl&ffl 
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ftOTKimmunosupress ion agents) , fct^ -f ^ X JW (ant iv 
iral agents), fit^^J (ant ibiot ic agents), ItSfc-PW 
#J (appetite suppressants) , MR±#J (antiemetics) , 

'J >§»J (ant ichol inergics), J/tl-: X 9 I >#J(antih 
istaminics) , IftlHaMKffKant i migraine agents) , 53 
(coronary), 82 (cerebral) i tzltfai#<Offi&'ifkffl(per\p 
heral vasodilators) , t/CP$£#J (ant i angina Is) & fc\ 
*;u->»> A ffiftiSBrffJ (calcium channel blockers), * 

> (hormones) , JHfcI:3iJ( con t racept ive agents) , 
t/C h n > tf>^J (anti thrombotic agents) , flJAMU (d i u 70 
retics),, tJti^IfiL(±S 1 J( antihypertensive agents), *fr 
flSlfil ttllS (cardiovascular drugs), it^Mi&ftMichem 
cal dependency drugs) , 7^7t 3Sfl&tt*flJ£ltfr$'J (T 
^7 7i||fff)) {(alpha adrenergic blocking agents 
(alpha blocker)) 4?fT**4 0 Z<r> £ t & 9 4 -?<7>& 

at an] Bt $ n & o t% jal% * f&«« r a * w su * ? » i 

L^o ftWmonmi. h v v^- ^(estradiol) 20 
, 7'nv^Xxn> (progesterone), /;l/Xf > Kn 
Xno ret hind rone) , BfcH£ V > Kn Xnorethind 

rone acetate) , W-tV^vxX h \s )V ( levonorgest re 
I), Hg^JL^y v^"-^(ethynodiol di acetate), y 
il/yxX^-f b (norgestamate), yx7 h*rXgesto 
dene) , fV v j. X h U Mdesogest rel) , WhfV 
yx^ h Wl^O-keto desogest rel) , r* * h > (d 

emegestone) *7*n ^>'xXF> (promegestone) J )V > ;u 
va; * b WU(normergestrel) , *r X h * r* n > (testo 
sterone), f-'t: Kn jl fcf T > Kn ^ -r n > (dehydroepia JO 
ndrosterone) , b Kn a y*> (hydrocort isone) , S. 

WJi^x^T^^ixfn^f k ; t ^ h p 

— h (amy I nitrate), — h n >f U -fc 'J > (ni t roglycer i 
n) StK-f V V/Hf K^M/-h (isosorbide nitrates) 
CO J: 9 h n f ; ~ ^ > , * nn7x~ v S 
> (ch I orphen i ram i ne) , -r )Vy ^-f- V > (ter f enad i ne) 
JSlV* h *) 'J V > (t riprol idine) <D £ 7 £ T * ; \^ 
® : fcf n # A (p i rox icam) OJ: o^t^y^A 
^(oxicam derivatives) ; 4 > K> ? > (indomethaci 
n)> y^U7xt ? ^(diclofenac), y Fyn7x>(k 40 
etoprofen), -*>* h n 7 y 9 (ketorolac) <D £ 1 f £ : (H$kM 
(anti-inflammatory) , (antipyretic) i tzit^HSfti (a 
nalgesics) ; A ^7 — Hf (thiomucase) £ 0 ta A n 1; 
■9- *y # U ^ — 4f (mucopolysachar idases) ; /^l/7^7 
> (buprenorphine) , "7 jl > 9 — ;u (f ent any 1)5.0**7 
i>^^;i/»*frifeiir^n ^(analogs) > f-n^v 
^(naloxone), n -f^ > (codeine) ytFnxjl/^^ 
>(dihydroergotamine) , \£ V* } ) Xpizot i I ine) , ***** 
>f r^^^(salbutamol)5^T-^"7*^ 'J >(terbutal in 
e) Oii^^^e-t-f K(opioids) ; 0!l£(fPGA, PGB, P 50 
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GE v 'J -XqxnlriXhT )l<-fu x :5* v (a Iprostadi I ) 
SLKfflxJ* PGFx U -X, ^ V/d; h ;U(misoprosto 
I) SO'xv-TDXf ;u(emprostil) > x > y'~;u 
(omeprazole)^ i 0 tt~fU7s9 ?y > v > (prostagland 
ins) ; y ^U7*il/7; K(metoclopramide) ^ # 

JUT ^ > (scopolamine) <ft £ **) t^^O XT \ K(benzami 
des) ; f£&*)U*>1foiti®T^ ^cftH^(EGF, TGF, PDG 
F 4* t*) 5^V7X h X ^^-Xsomastostatin) <7) J; n 
K ; 9 n-y Xclonidine) ; X7xyt'Xn 
ifedipine)-^ *7 /< ^ ;u(verapami I) v ;Uf*T-tf A (di 1 1 i 
azem) x7xK l J> (ephedr ine) '/D^y^t-JHp 
ropranolol) / h 7'n n -MmetoproloDRO'X li*n y 
7 * h > (spironolactone) CO <t 0 4 fc v^-f Kn fcfij >*> 
(dihydropyr idines) ; t: FD^DDf 7y> (hydrochlo 
rotiazide)&CK7;U^U v > (f lunar izine) CO £ n sfc-f- 
7 v K(thiazides) ; -t^y K ^ > (molsidomine) <7) J: 
o K— y = ^ > (sydononimines) ; ^/-t'J ^^^(h 
eparin fractions) CO «t o &Kcg£* 0, J -y * *7 < K(sul 
fated polysaccharides) ; T '/*> > (alfuzosin) , 
HXDy >tamsulosin, V*7 v /v > (prazosin) SLK-f 
7 '/•>> (terazosin) Oji^&T^Vrffil W«t:*y^~ 
^ "/i^atfixfcr ^-7 TiBBfJPh T)V-fyVyJ* 
(alprazolam), "7*n "v-tf A (bromazepam) , n^«tf/<A 
(lorazepam) , *+ * * -tf' < A (oxazepam) , -r^*trV<A(t 
emazepam) Rt^ h ! J T V*v A (t r iazolam) coJ:^^ffiv^ 
JtCK4"ffl<0^=»iJSW (short and intermediate half-life) 
<0^V V*v7-tf fcf > (benzodiazepine) ; "7*Xtfn>(bus 
pi rone) <D £ 0 tcT*f X tf n-r # > v*t > (azaspyrodec 
anediones), ao^'J K*~ ;u (ha loper idol ) C0J:*9^*7* 
■^n 7x;> (butyrophenones), T A n v t: > (amlodip 
ine) CO J: -9 * v t: Kn fcTU v Xdihydropyr idines) , T 
#■^^7 Xapomorphine) CO «t -9 ^ T "7 -f > (apo 
rfines) , "7*n 9 *) > (bromocr ipt ine) co£^& 
x;i/rf'J Xergol ines) , ^JUn'U K(pergolide) > -t 
U^rU ^(selegilineJcoi^^^ntf^^T^ >(propi 
nilamines), ^ * > 7*-^— > (oxybutynin) O <t -9 
DA^y;i/7f l/~ h (cyclohexylmandelates), iRV-f 
^J:-9 4»-fr****t(3r, Z<D£n*it&P$!}<nm^mz.$: 
ttA*Lnrtt4»4fctta*l64:0*-C**o 

£0 @Jfe14i£-^xL - y h(unit)<7)3g»J^B8L 

T*RW*c*aL*v^*ft*ibf*6a*^ **t«*. 
xfi/y, #'J*/ntrv>, #y«ffclf 

^ JSr^U jl^x^. ^V*7-7^Kt7;Kx7A* 
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chpak products 1012, 1220, 1006, 9722, 9729 & 

& o 

[0 0 5 3] Sfctf}^ Y -J--J4, A<tt<bii/jfi[*m: 

,fcjOTTIfeT**o ftta?*-*— 14* J6«|(:«jfett*«t« 

+ -(4, Dauber t HDPE 164Z, Dauber t PESTR 164 Z, Re 
lease International 5-EST-A-S242M, Adhesives Resea 
rch Inc. ML 7138 and ML 8329, Rexam Release FL 200 10 
0 Liners, 15989,S 5MILCL PET 92A/000, 10668 5MIL C 
L PET AlO/OOO&fc'Ov'J n>«"C*SaSixfc--K 1 ;^^ 

[0 0 5 4 ] f**tt#»J v-«4, »* L < I4*«tfc(4 

'J ;uMOH0|(4^ National Starch and Chemical Co;#* 
^<7)Duro Tak 2153, 2852, 2516, 2287 & 0*2620$: t ; 
Sttltonsanto Co rt^OGelva MAS 737 & t/788 & f ; 20 
Dow Corning silicone adhesives 97-9179 &LK97-912 
0 & fc*; Exxon* f «aLfcVistanex PIBftfcftJv »J -X 
$rt"C*^o tt*»Jl4, 4?i L < J4, Foral 105-E & fc* 
0^7K^ftnv>o^>^J.';^'J Y-)Vjl^t-)V ; f 
oral 85-E & fc*0£57k3HI:° > -tn-;i/xxf 
^ ;Foralyn 110, Pentatyn H-E5r fOBT^TK^Rffcn 
>co^> ^a-'j X 'J h -^xxf^ ; Pentatyn A, Per 
malyn 5110, 6110, 5135& t*<OU v* ><0^> 9 ^ ij x U 
h-^x^r^ ; Foralyn 90 ; Staybelite ester 10- 
E & irOTK^ffca v >co^'j ^rn-^jcx-f ;u : Staybe 30 
lite ester 3& t'O^K^'ft h ') > n-;pjLX 

[0 0 5 5] i*-/U*^n-;*(Ethooel) , EHEC, HPMC 
(Methocel) % - h n -t - X , IfsBH: ;u n - CM 
C, HPC (Klucel) OJ: -9 &<fc;uu-xf£^{$ ; Tvtf 
T > 7TifUti:\Z<n± n ttm*^ ; "carbopol 934, 9 
74, 980, ETD 2020, ETD 2001,Ultrez 10" & &TO 4 n 
&9<t y"Carboroer"co#tfgT U ;n^f^t»»«8 
S*U -C00H^£ 56%— 68% £7 * 'J 40 

-£#;Eudragit E-100,RL, RS, NE 30Dfc ¥<D£ 0 

'J^lTW^xxf^l^; Kollidon CL, VA 64 
&4TOJ:«9fc#'J l£-*lfn'J K>Bi#, Lutrol Fg 
rades 127, 68 iWJ: t^yxf UV-^'J 

[0 0 5 6] «&tta*^»]lftffl#:ROf/*fcttlflC 
^;W4, ^'J-to-^K yn tf =r-;K #'jx 50 
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tju3 — ;k ftSt-^-?*^ xf ^r^^-ik -f v-/n 
tr. 

[0 0 5 7] r-f-^fc Kn#-> h;bi>(BHT) , -f+fr 
t Kn + vT- v~;U(BHA) , DL-7 ;U7 r h n 7 x / 
->K H£ftWli:#Jftf$ (antioxidant complex) , .x.T'f 
- Medetate) , xf r- Ht h'iOA^t^J;^^ 

ioo5 8] #«««4, S9v>mm<nmz'en^zb 

^SiL<, #ig(C{425-250 S?n>. Si L< 1440 
-200 ^^n> s ffi L < (450-150 S*n>-C*>& 0 

[0059] nmwmit LTiKttaao^ttftBiB 

St & OV i fc (4 Jj&jftS£ T * a - JH4 , tt5£14 'J ^ - U 
(4, *U>f Ji'T^n-JK xf7'J>R, 

[0 0 6 0] »i Lv*»jRM\ «*65i:, 20-85% 0# 
»tt#'J^-, 5-2556 Ott*#J, 0.5-15% OrS14 
#J. 3-18% Ota«BBa»»ifc(4»)W»triUn--/URW f 

3-18%OfMKO^^^>f{&co|&fDfl&reSI^ fcl4«OflMS« 
7 )V u - ;u Otf« * 4 ^ m&it <F> t-v < ^ 

[0 0 6 1 ] C:cO«MeoejSttte*->^T-Aj4. "Trans 
dermal Cont ro I led Systemic Med i cat ions". Marcel De 
kker, New York 1987, pages 349-364 |Pj £ flX v>4 

[0 0 6 2 ] Ztiiti:, CO+T**i5AS»JO^^t>-ti- 

[0 0 6 3] ftfnSSJD5M4^(4J»jj»^T^3-;i/«4, ^ 

»Kk*2f*ffli-* ( r?I§J ) o ^ HJ 

* <0»9 L 4 tz mmmr )V a - ;W4 , 

-gov f -y ^x*o»ttMo|fc»*WfStttiiJiDS 
** ( WLJ ) o 
[0 0 6 4] f^*14vh»; vfXlzm'g'tZMft 

z^-tz f&mmwi t tz it nmte r ^ a - ;w4 . ife ofa 

[0 0 6 5] IC, «>L T5I*J »**«*5iH*tt** 
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-tilth, 'yUtt^t-tv i ivr >vzi-iv 

#1 vm^i*mi-mm<»mmti£&fflk-tz><r>izttL 

T . *7*) >) >6£* tzitv *) ') bTiia-btf J; i9^u>B# 

[0 0 6 6] AWi:&j£tttf>a«j£l-4fc 

[0 0 6 7] A&«ft9ft4Mftt£*:<ill&&fl:*tfcm 
ffiffl!4, U4* LI«kA**tfc«jfett*ttOj: t 

[0 0 6 8] U»»*?li, «143J£S&il 

0.5- 15.0JiO***-C»»-f *„ Sit 
tz 1 O(0lM<0 7^ 'J 3. 0-18. OX (w/w) , ft 

*L<(4 4.0—15.0JS (w/w) -f-LT*4»i L < (412.0 
56 (w/w) L . 4 tzMiR £ l -o<r>mtti&<7> ? ■> u 
>9ti 3.0-18.0% (w/w) , ft* L<(i 5.0-15.0%(w/ 
w) -f-LTSKft* L < 1*6. OH (w/W) 4. ttlf^JF 
oral 105-E * 5.0-25.0% (w/w) , ft*L<(4 7.0-1 
5. OX (w/w) -g-LTft&ft* L< (410.0% (w/w) 3-*ft 

<b*t^i^;Hr;pn-x$r 0.1-5.0% (w/w), ft*L< 
(4 0.1-1.5% (w/w)^LTfWi L<(4 0.3% (w/w) 
«-*1"*o SKbRfrihlNi LTOBHT RtflBHA £0.01-1. 
5% (w/w), ft*L<<4 0.01 -0.8% (w/wJ-^LTStft 
* L < (4BHA £0.03% (w/w) £f/BHT £0.3% (w/w)#* 
-tio »JA'tt#tt#';T-Duro Tak 87-28 

52£20.0-85.0% (w/w) , ft* L < (440.0 - 80.0% (w/ 
w) ^ Lttt ft* L< 1462.0% (w/w) tttio 

[0 0 6 9] /N'--t> M4, Kft-S-^JROf&MtU*^ 

[0 0 7 0] »*Lv>«aJtgisijfcLro 
[0071] 

mx'\&<nmm * fc <* jgj]«Bi * tz mmmr >v a - ;ko<£ 

[0 0 7 2] (fflBfOglg) C«»t»Tfflv»*,it4 RSA 
itJf&J *£(4 r«a«SAJ 14, 
LifllijiEtcA^^J^ii^i- £ J: d (C aWflSTf^lN-r* 
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ntttm*>^&zm^xm®ifzttKM-cm%\<r>i£&> 

[0 0 7 3] C<04"Tfflfbitrv^ r***fi-)J **:(4 

rswfcj &j*«i£^s* Lv>i*ao' 

*it* $ ft 4 t * aft 1 4 £8*911*1 * **+ 

[0 0 7 4 ] rftJfctt (transdermal) J £ltiSLU«fc 

r) , * ii teJ8s&8fc £ ii o x mm iz m z> &k u «t * 

70 frltiSL^.- t'OiflJfelt (transdermal * £(4percutaneo 
us) »CKej£tta^oW#fcj(:itlrt-4tofc + .& 0 
[0 0 7 5] -O^-e^ffl^it^ r#-iOyXr/,J 

x * tzm&&7*<4 xn&M ^nttHtZn&lz-tz&E. 

umm i tt-t z> e«fta8#j*«t* l •> ?• t ^ % m<< 

[0 0 7 6] rtt«»JJ u J: *) , ft»#jott#tto** 

20 o.t-5fc*m(i, *awi:i±, g*fetcsm-t-*#s&*fc 

(4#Ji&K## * tz 14 r l^xf > &<» >f -t: n - ;u * {4 
^ > ? jr. m x 'J h - ^ x x f ^ ^ t'O J: t w^-S-f 

[0 0 7 7] rgi£-a:&??JJ ■fc^D-^»n 

«ttja^ife«aiKWo»^oafcAua*w4:, ft® 

[0078] co^-c-fflv^n^ rta#j *£(4 ret 
i4, «jfett*#ja#u*Hi4ja{w»*»v», m 

[0 0 7 9] CO«p-Cfflv>^*t4ffl» r*#W«it#JJ 

*^»4 r*#jj a*Lv*->*^A«i**5i£ie 

*/cJ4<b^7i $ ifti*Sit>S 0 

[0080] mm mmmtzimffimr^a-n,} \z 

8-18<OV>75^-&j&ftfl&l!»SE*7t 
40 l48gl!S»|T;P3-^*^(4^5K©: 8-24<Ov>*^4^«& 

* »S:*-f 4 fi&fnfll^ * I4H&^T ^a- ^WtA 
-g-^* f fflv^tt^ 0 ft* UtK&trofllJM&Rgfc 
I48iffl5^r;u3-;n±, |t*»12~l80to*fc»4-C-it 
t>«0v»*»*4*-fr*T*4 o #tcft* Lv»«A*aHB«F 
K*^l4SiTO^T;ua-;Hi, 7 -7 U 
;UT^3-;KO J: 0 ££UfS&120 ^"H'>»*f>: 

50 fflst r®xmms , rft2iisft«ij i4^^#co«ii2^ 
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m l tift l rm ixi z t tmwr- £ £ n 0 

[0 0 8 1 ] &^ifl&i&14#J<7) ns^fi-K-WS&'iJ fie 
[0 0 8 2 ].Eg§ r»ji«$n^o^L^J CJ:»K 5fe 
[0 0 8 3 ] Z<r)$T-&'<hixZ>$kmmit, Bl±tt%* 

■> ^ > i&*&m 9 <f ± - -c <§a s o 

[0 0 8 4 ] Math is LabcoaterS. LKMathi s Labdryer £g 
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[oo8 5] ttiiieii. j-jiT(;ai^-i><t ; ji:LTif^ 

i tz # 'J -v - liT C t£ £ St m v -f - ± izm £ # (i'-f i- 

[0 0 8 6] 
ini] 



Drying step 


Tim© (mln.) 


Temperature (*C) 


Fan speed (rpm) 


1 


16 


40 


700 


2 


20 


65 


1000 


3 


25 


70 


1200 



[0 0 8 7] ±iBL^NI^(cJ: 0 , SEffico&i&U J: 0 -e- 

[0 0 8 8] 9 < 3 >Igitfv\ CO 

h*ft#«ua«LT, J1S80-100 ^ 
m 0#^pv h U y *x£f#£ 0 

[0 0 8 9] ft»C, >- hS:WS6«»ffl^jfe«:»«fc 
#>U2.54 cmZOBStORU^-f * y h^&o 

[0 0 9 0] ftLW&Xf? $ h Satas D. , 19 
89 ; Grant O.W. and Satas D. , 1984 ; Mushel L. A. , 
1984(1 X <&<<btlX\<*Z>o 

[0 0 9 1 ] 

[0 0 9 2 ] ^JfctfiJ 1 (PlaceboNEp35) 
v ^ y >fi£(Lauric acid) 5.971% (w/w), * U<{ >&(<) 
leic acid) 6.097% (w/w), xf ;Hr;un- i X (Ethyl eel I 
ulose) 0.25356 (w/w), Foral 105-E (fkHfftJ) 9.929% 
(w/w), Duro Tak 87-2852 (37.1% jgifc) 77.717% (w/ 
w), BhT 0.030% (w/w), BHA 0.003% (w/w) 

[0 0 9 3] 2 (PlaceboNEp36) 

9^V>K5.995% (w/w), J.-^;i-tr;un-X0.253% (w/ 
w), Foral 105-E 9.922% (w/w), Duro Tak 87-2852 (3 
7.1% mWL 83.797% (w/w), BhT 0.030% (w/w), BHA 0.00 
4% (w/w)oa«08ftt7h'j7n^ iOttJS^ 

[0 0 9 4] 3 (PlaceboNEp37) 

*W >K6.017% (w/w), Ji^;U4r;un-X0.256% (w/ 
w), Foral 105-E 9.978% (w/w), Duro Tak 87-2852 (3 
7.1% mm 83.716% (w/w), BHT 0.029% (w/w), BHA 0.00 
4% (w/w)0|«0g|tt7f<i7n^ 



20 [0 0 9 5] m&Wl 4 (Nep136) 

gfcg£y Kn > (No ret hind rone Acetate) 7.510 

%(w/w), 17/?- x^h7yt-^ (17,3-Estradiol) 1. 
507 %(w/w) , "7 *l >$12. 004% (w/w) , * P >f >S£6. 1 1 
5% (w/w), JL^H^I/n- *0-245% (w/w), Foral 105- 
E 10.048% (w/w), Duro Tak 87-2852 (35.9%?gfi£ 62.53 
7 %(w/w), BHT 0.030% (w/w), BHA 0.003% (w/w)<7)&J& 

[0 0 9 6] HSfeffl5 (Nep140) 
50 S^ffiy il/xf > Kn >7.531 %(w/w), 17/?-xXh7V 
^-^ 1.495 %(w/w), ^'J-tD-J^yt U^- h (Gly 
cerol Mono Oleate) 6.091 %(w/w), ^ )\< n - * 
0.250 %(w/w), Foral 105-E 9.974 %(w/w), Duro Tak 8 
7-2852 (37.6%}§fl£ 74.630 %(w/w), BHT 0.026% (w/w), 
BHA 0.003% (w/w)«0&flc;o«*14-7 y y y ^ - 

[0 0 9 7] *Jfetf!l6 (Nep141) 
fi8;;pxfy Kn>7.530 %(w/w), 17/?- h7v 
*~;H.500 %(w/w),^ , ;-tn-;u^y ^-I^jc- KG lye 
40 erol Mono Laurate) 6.015 %(w/w), J-^)V^z )Vu — X 
0.247% (w/w), Foral 105-E 9.983% (w/w), Duro Tak 8 
7-2852 (37.6%?#}f£74.695 %(w/w), BhT 0.026% (w/w), 
BHA 0.004% (w/w), oa«C0«»1t"r h V y * C 

[0 0 9 8] #|JfetfIj7 (Nep135) 
ItRy JUf> Kn >7.490 %(w/w), 17/?- x^ h y V 
^-;H.506 %(w/w),^-P>f >»5.965% (w/w), 
^;l/n- ^0.262% (w/w), Foral 105-E 9.973%(w/w), D 
uro Tak 87-2852 (35.9% faffi. 74.767 %(w/w), BhT 0.0 
50 33% (w/w), BHA 0.003% (w/w)oa*Oftftt7 h l ) v 
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[0 0 9 9] HJStftJ8(Nep142) 
BR/Wf> Kn>7.513 %(w/w), 17/?- Fr/ 
*-;H.508 %(w/w), S U v/ne/Klsopro 
pyl Myristate) 6.088^ (w/w), xf-ju-fc;un-X0.275 
% (w/w), Foral 105-E 10.017% (w/w), Duro Tak 87-28 
52 (37.656ifflS74.563 %(w/w), BHT 0.033% (w/w), BHA 
0.004% (w/w)co^O««1±v h 'J v vico^t: 

[0 10 0] «jfe0l9(Nep143) 
Ifcgfc/ JUf> Kn > 7.493% (w/w), 17^-xxhvv 

1.529 %(w/w), y>) -t'j (v) #v>;u- 

KGIycery mono di Caprylate) 6.022% (w/w), 
-t:;un-X0.247% (w/w), Foral 105-E 10.028% (w/w), 
Duro Tak 87-2852 (37. 6%i£ift74. 650 %(w/w), BHT 0.0 
29% (w/w), BHA 0.003% (w/w) , <7)&/£<7)&lr14^ h 'J ? 
***** CO*U5E-<?>4xTv^4«aft*U iotf^ 

[0101] HifepiJ 1 0 (Nep123) 20 
Kn>7.475% (w/w), 17/?- h 7 v 
*-;m.494 %(w/w),x^;u-b;wn-xo.244% (w/w), F 
oral 105-E 10.000% (w/w), Duro Tak 87-2852 (37.7% 
jgffi 80.758 %(w/w), BHT 0.027% (w/w), BHA 0.003% 
(w/w)OttffiO«#1tvbiJ -y CO^C^'b 

[0102] 1 1 (Alp010) 

7^^7/7 A (Alprazolam) 7.356 % (w/w), •x^U-fc 
;un~X0.486% (w/w), Foral 105-E 9.801% (w/w), Du 
ro Tak 87-2852 (37.2% iSSS82.325 %(w/w), BHT 0.027 50 
% (w/w), BHA 0,006% (w/w),0«^ftt-7 h V y * 

[0103] ggjfctflj 1 2 (Alp012) 
7i^7'/7 A7.364 % (w/w), * W >g£5.846 % (w/ 
w),xfW^n- XO.491% (w/w), Foral 105-E 9.809 
% (w/w), Duro Tak 87-2852 (37.2% r#$76.454% (w/ 
w), BHT 0.030% (w/w), BHA 0.005% (w/w)^«(0gf 

HoXftbtltZo 40 

[0 10 4] ftflfcfflll 3 (Alp013) 
T)\s~f*7 V7 A7.290 % (w/w), * W >g|5.853 % (w/ 
w), 7^ U >g£(LauricAcid) 5.829 %( w/w), xfW^ 
n-XO.481% (w/w), Foral 105-E 9.717% (w/w), Duro 

Tak 87-2852 (37.2% jt$70.794 %(w/w), BHT 0.029% 
(w/w), BHA 0.006% (w/w) COM^CO^^IS^ h U 7 * * 

[0 10 5] 1 4 (TTpOOD 

7^* h Xfn V2.755 % (w/w), * W >^5.638 % (w/ 50 



#HI¥l 1 - 1 5 2 2 2 4 

w),7^'J>B$ 11.022% (w/w),x^;U^;un-7,0.226% 
(w/w), Foral 105-E 9. 108% (w/w), Duro Tak87-2852 
(36.0% i§f(571.219 % (w/w), BHT 0.028% (w/w), BHA 
0.004% (w/w)<0&J&Ojf3i14v h ij C<7)*t: 

[0106] SJfeffl 1 5 (TTp002) 

h X7D >3.009 % (w/w), J-^-^-t^n-xO.264% 

(w/w), Foral 105-E9.995% (w/w), Duro Tak 87-2852 
(36.0% i£ifS86.697 % (w/w), BHT 0.032% (w/w), BHA 
0.003% (w/w)<7)&J&0«^14v h >J y :o*C 

[0107] fttfeffl) 1 6 (TTpOOS) 
fX h Xfn >2.296 % (w/w),-^^-t;UD-X0.250 
% (w/w), Foral 105-E9.895% (w/w), * W * >®s6.053 % 
(w/w), Duro Tak 87-2852 (35.9% f£fl£80. 808% (w/w), B 
HT 0.025% (w/w), BHA 0.006% (w/w) O^^^S^It^ 

h 'J y ***** CO + Ua^^bilTv^RitaWU 

[0 10 8] ^iSW 1 7 (Nep144) 

Kn>7.527 % (w/w), 17/?- .x* h v 
v**-;H.504 %(w/w), 7 l ) >m 1.991% (w/w),*U 
4 )VT )Va — )V (Oleyl alcohol) 6.090% (w/w),x^-jU 
-fc;un-X0.247% (w/w), Foral 105-E 10.035% (w/w), 

Duro Tak 87-2852 (36.0%i£ffi 62.572 %(w/w), BHT 0. 
031% (w/w), BHA 0.003% (w/w) O&J&<0««14^ h «j y 

[0 10 9] HMtflJl 8 (Nep145) 

Kn > 7.516 %(w/w), 17/?- -XX h 9 v 
:*-;l< 1.499 %(w/w),^^ i ;;UT^n-;l/(Laury1 alco 
hoi) 12.160% (w/w), *l/^7^3-^ 6.067% (w/ 
w), x^;i^^u-X0.254% (w/w), Foral 105-E 10.01 
1% (w/w), DuroTak 87-2852 (36.0%}#ifc 62. 459%(w/w) , 

BHT 0.030% (w/w), BHA 0.005% (w/w) O»j£<0«#t£ 

[0 1 10] 9 (Nep137) 

gfc^y ;l.xf > Kn >7.321 %(w/w), 17/5- x^h7v 
1.464 %(w/w), v^V 11.712% (w/w), * U 
4>m 5.949% (w/w),^^^-tr^n~x0.251%(w/w), F 
oral 105-E 19.517% (w/w), Duro Tak 87-2852 (37.6% 
feWL 53.754 %(w/w), BHT 0.030% (w/w), BHA 0.003% 
(w/w)0&&0«»14-r h ij y^*^\ dO*U5E^<«5> 

[ 0 1 1 1 1 Hifetf!) 2 0 (Np003) 
ftgy;i/xf > Kn> 7.305 % (w/w), xf^-t^D- 
X 0.250% (w/w), Foral 105-E 9.666% (w/w), Duro Tak 

87-2852 (36.2% 7§ffi 82.751 % (w/w), BHT 0.027% (w 
/w), BHA 0.001% (w/w) O&j&OSiFte^ h'jy^^ 
^ Z<0*lZ&'<biiX^2>&i&t£ffiK£vXi'£biX 
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[01 12] gttfcffl 2 1 (Np004) 
P8$y ;Uf> Kn> 7.517 % (w/w), *U -f ;u T n 
-;U6.094 %(w/w), xf ^-t^n-X 0.259% (w/w), F 
oral 105-E 9. 929% (w/w), Duro Tak 87-2852(36.2%?$ 
m 76. 162 % (w/w), BKT 0.034% (w/w), BHA 0.006% (w 

/w) o&jfcco&sjrftv h y y * X^ cco^tztf^^x 

10 113] 3l*fefBJ 2 2 (Np005) 
Bfcg£/;l,.x^> Kn>7.481 %(w/w), *l>j)lT)Vzi- jo 
)V 6.112 %(w/w), Laurie Acid 11.919 % (w/w) , x. * )U -t 
;H3-X0.259% (w/w), Foral 105-E 9.943% (w/w), Du 
ro Tak 87-2852 (36.2% ?$$64.255 %(w/w), BHT 0.026 
% (w/w), BHA 0.005% (w/w) O&$C0giM4v h *j y ^ 

x*^ c:o + u^-<^^Tv^^ftWi{iJ:oT^tbn 

[0114] 3lJfeffiI2 3 (Pbo. 03 wt) 

* \><{ >g^12. 18 %(w/w), ^ U >S£12.10 %(w/w), Fo 
ral 105-E 12.07% (w/w), Duro Tak 87-2852 (36.01%?$ 
$63.62 %(w/w), BHT 0.03% (w/w), BHA 0.005% (w/w) 20 
OM/So^irtt^ h y y ^ x^\ CO^fz&^nT^ 

[0115] Htfeffll 2 4 (Pbo. 16 wt) 

* l"f >S£l2.06 %(w/w), 7^ 'J >^ 11.98 %(w/w), 
^;i-t:;Uu-X0.50 %(w/w), Foral 105-E 11.98% (w/ 
w), Duro Tak 87-2852 (35.39%?$$ 63.45 %(w/w), BHT 

0.03% (w/w), BHA 0.004% (w/w) CO ft CO ft V h 'J 
<y?X^ ^co + U^^fLTV^^it^fHi oT^ 

[0 116] mmm2 5 (Pbo. 17 wt) JO 

* W >S£11.97 %(w/w), ^ 'J >g£l1.90 %(w/w), ^ 
•f-;u-fc;un-X2.49 %(w/w), Foral 105-E 11.89% (w/ 
w), Duro Tak 87-2852 (35.59%?$$ 61.72 %(w/w), BHT 

0.03% (w/w), BHA 0.003% (w/w) c0&j£O&*14~7 h y 

[0 117] HJ&tf!l2 6 (Pbo. 12 wt) 

* V Y >S£12.11 %(w/w), U >Sm.94 %(w/w), ^ 
•^;Hr;WD-X9.95 %(w/w), Foral 105-E 11.96% (w/ 

w), Duro Tak 87-2852 (36.39%?$$ 54.00 %(w/w), BHT 40 
0.04% (w/w), BHA 0.005% (w/w) O*a^C0^*14v h y 
y^x^\ Z<D*lz&^bnT^&n&&'4ii<z£<>Xft 

[0 118] nMM2 7 (Pbo. 10 wt) 
*W >^11.91 %(w/w), V >K11.89 %(w/w), Fo 
ral 105-E 23.76% (w/w), Duro Tak 87-2852 (36.39%?$ 
$52.41 %(w/w), BHT 0.03% (w/w), BHA 0.004% (w/w) 

h gimmm \z£oxi*htitz 0 

[0 119] HJ&0I12 8 (Pbo. 19 wt) 50 



ftffl 1 ? 1 1 - 1 5 2 2 2 4 

20 

>gm.72 %(w/w), v^U>»11.61 %(w/w), 
^jU-tJUb-XO.48 %(w/w), Foral 105-E 23.22% (w/ 
w), Duro Tak 87-2852 (37.23%?$$ 52.93 %(w/w), BHT 
0.03% (w/w), BHA 0.005% (w/w) co^^SiPti^ h 'J 

[0 12 0] H*fe{?iJ2 9 (Pbo. 13 wt) 

>K12.12 %(w/w), >S$11.95 %(w/w), JC 

*-;u-fc;i/D-X4.98 %(w/w), Foral 105-E 23.94% (w/ 
w), Duro Tak 87-2852 (36.39%?$$ 46.97 %(w/w), BHT 

0.03% (w/w), BHA 0.005% (w/w) coa^<7)«*14^ h >J 
■y *Xrt*\ ^O^l:^^nTV^$fi§tJ#jU±oT^ 
hixtzo 

[0121] mmm 3 0 (Pbo. 09-02 wt) 

*H >S£11.76 %(w/w), yV) >ffi11.76 %(w/w), 
^;u-t;uo-X9.81 %(w/w), Foral 105-£ 23.54% (w/ 
w), Duro Tak 87-2852 (37.23%?$$ 43.09 %(w/w), BHT 
0.03% (w/w), BHA 0.005% (w/w) 0^^*14^ h } ) 
•y *xt!>\ ^O^UJE-c<bixT^^Kji^iUJ:oT^ 

[0 12 2] mmM3 1 (Pbo. 11 wt) 
* >g|12.82 %(w/w), y >K11.80 %(w/w), Du 
ro Tak 87-2852 (36. 39%?$ $75. 35 %(w/w), BHT 0.03% 
(w/w), BHA 0.005% (w/w) 0&J&<7>«fr14^ h U y ^ X 

fco 

[0 12 3] HSS0IJ3 2 (Pbo. 08 wt) 
*W V&12.35 %(w/w), ^ 'J >S£l1.86 %(w/w), 
^-;ix-t;UD-X9.89 %(w/w), Duro Tak 87-2852 (36.39 
%?$$ 65.86 %(w/w), BHT 0.03% (w/w), BHAO.005% (w/ 

[0 12 4] H%0O3 3 (Nep176) 

)V^> Kn>7.980 %(w/w), 17/?- ^X h 5 v 
2.190 K(w/w),7^U >^ 3.99% (w/w), + U-f 
>^ 9.11% (w/w), oL^;Hr;Pa-x 0.25% (w/w), Pe 
ntalyn A 19.98% (w/w), Duro Tak 87-2852 (37.6%v$$ 
56.45 %(w/w),BHT 0.030% (w/w), BHA 0.006% (w/w) 

[0125] HifeW 3 4 (Nep205) 
»a;wfy KO>7.990 %(w/w), 17/5- J.X h^v 
^■-^ 2.200 J6(w/w), v^y >^ 3.99% (w/w), tl/>f 

)UT)ia-)us.9S% (w/w),^^;u-t;un-xo.25% (w/ 

w), Pentalyn A 19.98% (w/w), Duro Tak 87-2852 (37. 
6% ?$$56.58 %(w/w), BKT 0.030% (w/w), BHA 0.004% 

[0126] HJfefiHJ 3 5 (LNEp006) 
U-^V^vjcX h WU(Levonorgestrel) 0.807 %(w/w). 



-11- 



(12) 



#IS!¥l 1~ 1 5 2 2 2 4 
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17s-Estradio17 h 5v + -JH.994 %(w/w), 

9 ^ »J > S£3. 9956 (w/w), * U-f >g$9.0756 (w/w),.x^^ 
-fc;l-n-xo.25% (w/w), Pentalyn A 19.93% (w/w), Du 
ro Tak 87-2852 (37, 6% i£$63.93 %(w/w), BHT 0.030% 
(w/w), BHA 0.004% (w/w)0&l«0»*ttv Mi 7 n 

10 12 7] 6 (Alp006) 

7^7 , 7 k /7A7.400 X(w/w), "5 ^ U >g£5.940% (w/ 
w), * >K5.910% (w/w), Ji^;U-t;bn-X0.490% 
(w/w), Foral 105 E 9.770% (w/w), Duro Tak 87-2852 
(37.0% i§&70.450 %(w/w), BKT 0.030% (w/w), BHA 
0.005% (w/w) <0&f&<0«3ttt-7 h ij y CO* 

[0128] HSfctflJ 3 7 (Ttp036) 
f X h XfD >8.990 %(w/w), 7^'J>S53.97% (w/w), 
*l"f >Hfc9.09K (w/w), xfiHr^D- *0.50% (w/w), 
Pentalyn A 9.97% (w/w), PVP K30 9.97% (w/w), Duro 
Tak 87-2852 (37.0% ?£#[57.55 %(w/w), BHT 0.030% 
(w/w), BHA 0.003% (w/w)0&J&0«3t1±^ h 'J y ? * 
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* [0129] mm^ftmmmwiz) ? * >) 

If* V4 >&<F>1fcltiZ "r< X *±/< K^ft paddle over 
disk method (fift 5, USP 23, Drug Release 724) £ 

[0130] [a i \mit^&<»mt*^o 
[oi3i] ztxhconm^n^x, 

ltzV>-f)i*<7)n&mmi (HPLC*$ftr<^£(:J: *)) 

70 [0 13 2] fflv»7t*iSW«i, %Wn2TkV 

*iSPiJ3-c*^>o 

[0 13 3] fflv»fcjMt*fr(i, /<K>H»*: 50 rpm; 
0.3%; 500 mi; > */;u*/n ^7A: 0.5; 1.0; 

2.0; 4.0; 8.0 £0*24 h 0 

[0 13 4] '&hi\tzWm*> liMl i*ifcM2^<b 
?#<b;K*:?$#^'J >BS*S:7pi-*I i:E«ti. All 
its Xtfll fc**M3a^»fc*ifc»#* W >»« 

20 [0135] 
W2] 



Table I 



Time 


Remaining Laurie Acid (%) I 


<h) 


Example 1 


Example 2 J 


Mean 


SD 


Mean 


SD I 


0.5 


77.23 


1.93 


78.72 


0. 10 


f 


62.42 


3.49 


73.34 


1.32 


2 


47.92 


1.48 


60.10 


1.42 


4 


26.65 


0.16 


43.07 


0.94 




6.67 


0.92 


20.52 


0.62 I 


24 


0.53 


0.08 


2.68 


0.34 



Table II 



Time 


Remaining Oleic Add (%) 


(h) 


Example 1 


Example 3 


Mean 


SD 


Mean 


SD 


0.5 




2.18 


96.64 


4.86 


1 


86.89 


3.34 


90.27 


1.84 


2 


87.07 


6.32 


81.20 


11.69 


4 


80.19 


1.94 


79.18 


0.03 


8 


60.08 


0.28 


64.31 


2.44 


24 


19.30 


0.95 


29.48 


0.96 



[0136] vkToyjyu&iRxfiiufrboteim 

to 

[oi3 7] y?7 m&xmmit lt >mt 



fk<n fritt-t z&mm 2 ret* w -f 

[0 13 8] 
[*J-3] 
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(13) 

Graphic 1 



lfBB¥ 1 1 - 1 5 2 2 2 4 

24 



Remaining Penetration Enhancer 
Example 1 




* o 4 1 — H I l =-» I 

0 5 10 15 20 25 

Tlme(h) 



[0 13 9] [*M] 

Graphic 2 



Remaining Penetration Enhancer 




0 5 10 15 20 25 



Tlme(ri) 



[0 14 1] 96B*M07^y >WLt * U-f 

[0 14 2] MlfcttMU IIJfcOTK *Jfi«2aO f *Jfc« 



[0143] uku. <^»a*. #a»o f *^ 

=7(CAtt^o 

[0 1 4 4] «l II fc, 96B*M*>jg/HftU 

T^tt (mean values) & LK$*i1S{ilt (standard deviatio 
ns)OH$r^1" 0 

[0 14 5] 

W5] 



-13- 



(14) 1 1 - 1 5 2 2 2 4 

25 26 

Table 111 



Volunteer 
Identification 


Example 1 


Example 2 


Exampie~3 I 


Oldie Add 




Laurie Acid 


Oleic Acid 


JR 


97.55% 


73.94% 


63.60% 


105.47% 


LP 


106.79% 


60.12% 


65.60% 


117.61% 


DC 


106.79% 


$6.37% 


63.40% 


112.15% 


PK 


95.66% 


50.77% 


58.20% 


106.28% 


HG 


108.11% 


66.73% 


76.20% 


113.56% 


GP 


112.64% 


81.47% 


79.20% 


121.05% 


Afeen 


104.59% 


€6.56% 


74.40% 


112.69% 


SD 


6.56% 


12.60% 


11.17% 


6.14% 



[0 14 6] VAT*>y?y (3, 4, ss^6) m * 10 1 4 7] 
iii iz7T^ftftmm<om*RV¥fym*m<o * in 6) 

Graphic 3 



Remaining Oleic Acid 
Example 1 




[0148] 30 [9i 7 ] 



-14- 



(15) ^flU^Pl 1 - 1 5 2 2 2 4 

27 2S 

Graphic 4 

Remaining Oleic Acid 
Example 3 

iiiwii 

JR LP OC RK HG GP Mean 

Subject 



Graphic 5 

Remaining Laurie Acid 
Example 1 

100% T 



Hum 

V rV ■ T i | 1 i|im * 1 | 111 I 

JR LP DC RK HQ GP fvtean 



Subject 

[0149] 



-15- 



29 



(16) 

Graphic 6 

Remaining Laurie Acid 
Example 2 



#HJ¥l 1 - 1 5 2 2 2 4 



30 



100% T 



llnlll 

JR LP DC RK HC OP Mean 



toi5o] Kmrn&u'£ttrt'>tirjii(i, * u-r >» 

[0 1 5 1 ] ^Kli&nJfcm&^U si-U'f 20 

* , d Oit v » fc teHIKft i tz (±&7j U ffl ^ £ £ t *«T 

[0152] {$ymfommwL&w&) zi\h<om?c* 

ft-? U.S. Pharmacopeia 23 (1995) O-r'-f X ? 



Subject 

Ji/n (HA5) «rfflv>4, 
10 15 3] f**5(i, ^£fi<jtc 32 ±0.5 "CCUfcfctl 

Siseistt* * tsctu m t ± u l r , Jte***/ < k k 

o/gicspfr 1-5^25 ±5 mmO|U!RR£ 

(in, 

[0154] tiTosatr^^^ii, RtiHrrtassij&tt 

[0 15 5] 
W9] 



-16- 



(17) 1 - 1 5 2 2 2 4 

31 32 

Table IV 



Time 

i <h) 


Alprazolam released (%) 1 


Exam 


pie 11 


Example 12 (OA) 


E kg mot a 13 (OA/LA) | 


Moan 


SD 


Mean 


SD 


Mean 


SO | 


0.25 


2.82 


6.02 


3.26 


0.30 


5.62 


0.36 


0.5 


4.26 


0.O4 


6.12 


0.22 


8.84 


0.64 


1 


6.24 


0.18 


7.37 


0.09 


12.95 


0.81 


1.5 


7.97 


0.05 


9.39 


0.16 


16.49 


1.08 


2 


10.22 


0.22 


11.08 


0.18 


18.58 


0.87 


3 


12.61 


0.20 


13.88 


0.60 


23.37 


0.96 


A 


13.43 


0.36 


16.00 


0.12 


28.01 


1.51 


e 


16.47 


0.45 


19.76 


0.20 


34.54 


2.13 


e 


19.32 


0.64 


23.16 


0.23 


40.61 


2.47 


24 


33.11 


1.43 


40.42 


0.31 


67.55 


2.80 


29 


38.49 


1.11 


45 96 


0.48 


76.05 


2.91 



OA :Otelc AckJ 
LA Louric Acid 

Graphic 7 



Alprazolam Released (%) 
(Dissolution Test) 

100 T 




0 5 10 15 20 25 30 35 



Time (h) 

[0156] in 1 0 ] 



-17- 



33 



OA :Otefc Ado 
LA :L»utic AciO 



(18) 
Table V 



11-15 2 2 2 4 



J4 



] Time 
I 


Norethindnone Acetate released (%) 


Example 4 (OA/LA) 


Example 7 (OA) 


Exam 


pie 10 


Mean 


SO 


Mean 


SD 


Mean 


SD 


0.25 


72.43 


0.21 


7.43 


0.03 


4.60 


0.60 


0.5 


T7.f$ 


0.37 


10.05 


O.Of 


7.17 


0.71 


1 


24. 87 


0.34 


14.56 


0.02 


10.90 


0.57 


1.5 


31.06 


0.21 


18.48 


0.28 


14.12 


0.53 


2 


34.S5 


0.37 


21.01 


0.25 


16.08 


0.67 I 


3 


42.00 


0.30 


25.63 


0.22 


19,00 


0.25 ! 


4 


47.41 


0.74 


29.91 


0.2$ 


21.92 


3.02 \ 


i 6 


55.59 


1.34 


36.59 


0.37 


29.21 


0.87 


7.5 


56.94 


1.01 


39.20 


0.25 


31.35 


1.17 


25 


87.40 


0.59 


72.12 


1.B4 


62.78 


1.94 


32 


89 73 


0-13 


76.77 


1.52 


69.61 


1.72 



Graphic 8 

Norethindrone Acetate Released (%) 
(Dissolution Test) 



QL 




-Example 4 (GA/LA) 
-Example 7 (OA) 
-Example 10 



(0 1 5 7] 



[nil] 



-18- 



(19) #fSJ¥l 1 - 1 5 2 2 2 4 

35 36 

Table VI 



[ Time 

I 


Testosterone Released {%) 


Example 14 (OA/LA) 


Examj 


pie 16 


Example 16 (OA) 


Mean 


SD 


Mean 


SD 


Mean 


SD 


0.25 


r 75.70 ""1 


0.96 


5.45 


0.70 


7.59 


0.32 


0.5 


25.76 


1.02 


9.00 


0.76 


12.60 


0.69 


1 


33. 5 1 


0.90 


11.23 


0.97 


16.16 


0.77 


1.5 


39.04 


0.07 


14.05 


1.61 


19.26 


1.12 


2 


43.83 


0.59 


16 72 


1.46 


22.43 


1.49 


3 


53.02 


0.30 


2076 


1.60 


27.49 


1.77 


4 


59.45 


0.46 


24.65 


2.14 


32.45 


1.93 


6 


67.10 


0.07 


! 30. Of 


2.70 


36.66 


2.95 


e 


73.47 


0.13 


35.01 


2.92 


44.85 


3.17 


24 


67.72 


3.17 


61.17 


6.71 


70.75 


4.84 


30 


94.46 


0.13 


66 56 


7.34 


78.74 


3.85 



OA :Otelc A-cid 
UV :Lounc Add 



Graphic 9 



Testosterone Released (%) 
(Dissolution test) 



100 




0 Q I I 1 1 < I 

0 5 10 15 20 25 30 35 

T*ro(h) 



[0 15 8] 



mi 2] 
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(20) ftffl¥ 1 1 - 1 5 2 2 2 4 

37 38 

Table VII 



Time 


Norethindrone Acetate released (%) J 


(h) 


Example 18 (OAULAL) 


Example 19 (OA/LA) 




Mean 


SO 


Mean 


SO 


0.33 


16.99 


1.10 


11.11 


0.57 


0.5 


20.15 


1.33 


12.43 


0.12 


1 


29.09 


1.99 


16.90 


0.90 


2 


36.69 


1.10 


23.99 


1.12 


3 


43.66 


1.61 


27.66 


2.57 


4.66 


63.36 


2.63 


41.56 


0.30 


6.33 


72.13 


3.13 


46.39 


1.57 


25 


98.53 


N.A. 


83 09 


10.41 



OA :Oeic Add 

LA:LeufieAdd 
QAL :OWy< AicohQl 
LAL :\jtwy\ Alcohol 

Graphic 10 



Norethindrone Acetate Released (%) 
(Dissolution test) 




0 5 10 15 20 25 30 35 

"Time (h) 



[0159] W13| 



-20- 



(21) flMH¥l 1 - 1 5 2 2 2 4 

39 40 

Table VIII 



Time 
\ n ) 


Norethlndrone Acetate released (%) 


Exam 


pie 20 


Example 21 (OAU 


Example 22 (LA/OAL) 


Mean 


SO 


Mean 


SD 


Mean 


SO 


0.25 


5.20 


0.02 


6.30 


6.34 


12.82 


0.25 


0.5 


7.73 


0.00 


12.69 


0.62 


18.83 


0.33 


1 


11.22 


0.27 


18.04 


0.83 


27.25 


0.39 


1.5 


13. 74 


0.05 


22.19 


1.16 


33.49 


0.43 


2 


16.04 


0.07 


26.00 


1.31 


38.68 


0.49 


3 


19.45 


0.10 


31.64 


1.68 


46.10 


0.49 


4 


23.31 


0.13 


37.64 


2.03 


53.89 


0.51 


6 


29.11 


0.09 


47.00 


2.17 


64.2$ 


0.40 


6 


32.70 


0.10 


62.66 


2.60 


70.34 


0.73 


24 


57.43 


1.30 


83.88 


4.21 


95.51 


O.OO 


31.5 


67.69 


0.29 


92.94 


3.50 


100.19 


0.11 



IA :Uihic Ada 
OAL.-Oleyt Alcohol 

Graphic 1 1 



Norethindrone Acetate Released (%) 
(Dissolution test) 




Tnna(h) 



[0 16 0] z<n*{zffi7iiZlxfc'kr<r>tS.&M\Hmmm. 

[0 16 1] (R«*l*3*#J«aW^) MU, H2i:« 
[0 16 2] B-KD FW&MeyftV)*:** y h<0MU 

tZo *J&Jl*35 , CO Kfyj^Kt h 'J ^A(SDS) K« 



-r- (hplc) ^tfflv^raij^LT^e-^-Lfco 
[0163] wn*rta5ffl«awjtt=if'>r, -o+t- 

[0 16 4] WToas^y^ii, Risvnattfijftii 

40 [0165] 
[^14] 



-21- 



(22) ft Gfl¥ 1 1 - 1 5 2 2 2 4 

Table IX 



1 Time 


Estradiol Permeated (yq/aqcm) 


<n) 


Example 4KWLA1 


Example 5(GMO) 


Exomplo 6(GML) 


Mean 


SEM 


Mean 


SEM 


Mean 


SEM 


*~ 0 


0.00 


O.OO 


0.00 


0.00 


0.00 


0.00 


24 


2.26 


1.14 


0.00 


0.00 


0.42 


0.42 


48 


61.70 


21.26 


9.90 


3.86 


20.79 


8.76 


72 


114.73 


14.11 


38.13 


18.73 


71.03 


25.23 


96 


138.16 


13.36 


72.5 


21.15 


105.28 


24.76 



OA :Oteic Add 

LA Lounc Acfcl 

GMO : Glycerol Mono Oteate 
GML : Glycerol Mono Laura te 

Graphic 12 



In vitro permeation through guinea pig skin 
Estradiol Permeated 
(Table IX) 



160 




-Example 4(LAVOA) 

- Example 6<GM0) 

- Bcampie 6<GML) 



[0 16 6] 



W15) 



Table X 



OA rOteicAckl 

LA :Lau<Sc AckJ 

GMO ttyoerd Mono Oteaie 

GML :Glyoefol Mono Laurate 



Graphic 13 



Time 


Norethindrone Acetate Permeated (^g/sqem) 


(h) 


Example 4 {OA/ LA) 


Example 5(GMO) 


Example 6(GML) 




Mean 


SEM 


Mean 


SEM 


Mean 


SEM 


0 


0.00 


0.00 


0.00 


6.00 


0.00 


0.00 


24 


11.97 


6.71 


1.92 


0.68 


2.27 


0.97 j 


48 


340.59 


105.37 


47.97 


27.80 


106.69 


48.29 


72 


653.70 


77.61 


196.29 


113.42 


376.90 


145.26 


96 


797 15 


73.95 


373.71 


127.73 


597.64 


150.44 



h vitro permeation through guinea pig skin 
Norethindrone Acetate Permeated 
(Table X) 




Example 4(OA/LA) 
Example 5<GMD) 
Example 6(GM_) 



TME(h) 



[0 16 7] 



W16] 



-22- 



(23) ftfflW-l 1 - 1 5 2 2 2 4 

43 44 

Table XI 



I Time 


Estratfol Permeated (pg/sqcm) 


(h) 


Example 4 (OA/LA) 


Example B(lPM) 


Example 9(GMDC) 




Mean 


SEM 


Mean 


SEM 


Mean 


SEM 


0 


0.00 


0.00 


0.00 


0.00 


0.00 


O.OO 


24 


5.00 


0.99 


3.n 


f.23 


3.23 


0.60 


46 


30.10 


8.54 


16.17 


3.52 


14.86 


5.37 


72 


86.35 


28.1B 


42.27 


5.05 


36.83 


11.97 


96 


111.96 


29.11 


02.74 


74.95 


66.93 


12.81 



OA :OiaJc Arid 
LA :Lflunc Add 

1PM iso propyl Myrtstaie 

G WOC :Gfyoery1 mono <U Capr^ate 

Graphic 14 



In vitro permeation through guinea pig skin 
Estradiol Permeated 
(Table XI) 




- Example 4 (OA/LA) 

- Example 6<PM) 
-Example 9<GMDC) 



[0168] 



m 1 7 1 



Table XII 



OA :OUic Acid 

LA :Lsoric AC«J 

IPM isopropyi Mytiswte 

GMOC .Giywyl »nono diCapryiaU 



Graphic 15 





Example 4 (OA/ LA) 


Example 8(lPM) 


Example 9(GMOG) j 


Mean 


SEM 


Mean 


SEM 


Mean 


SEM 


6 


0.00 


O.OO 


0.00 


0.00 


O.OO 


b'oo 


24 


6.63 


1.13 


5.60 


2.22 


6.02 


0.91 


48 


f34.64 


56.32 


64.64 


19.63 


56.17 


23.7$ 


72 


439.83 


180.61 


200.08 


18.44 


177.48 


66.82 


96 


607.17 


176.95 


491.S4 


86.19 


363 03 


71.53 



h vitro permeation through guinea pig skin 
Norethindrone Acetate Permeated 
(Table Xl() 




-Example 4(GA/LA) 

- Example 8{PM) 

- Example 9(GMDQ 



[0 16 9] 



mis] 



-23- 



(24) 11- 1 5 2 2 2 4 

45 46 

Table Xlll 



Ttme 


estradiol Permeated (pg/sqcm) | 




Example 4 (OA/LA) 


Example 17(0AULA) 


Example 18(OAL/LAL) j 




Mean 


SEM 


Mean 


SEM 


Mean 


SEM | 


0 


0.00 


0.00 


0.00 


0.00 


b.'oo 


0.00 


24 


1.99 


0.29 


1.95 


0.23 


2.09 


0.47 


48 


11.00 


0.95 


$.29 


1.19 


10.68 


1.82 


72 


31.72 


5.29 


21.31 


1.75 


38.32 


7.82 


96 


63.44 


5.93 


55.20 


11.32 


75.61 


12.96 



OA : Oleic Acid 
LA:LmiricAcW 
OAL CX«y, AicOTKIt 
LAL L*u<y AJcohol 

Graphic 16 




[0 17 0] 



W19] 



Table XIV 



OA : Oleic Add 
LA : Laurie Acid 
OAL :Oteyl Aloohot 
LAL i_aur>( Alcohol 



Graphic 17 



Time 


Norethindrone Acetate Permeated (MQ^sqcrnj | 


(h) 


Example 4 (OA/ LA) 


Example 17(0 AULA) 


Example 18(OAL/LAL) j 




Mean 


SEM 


Mean 


SEM 


Mean 


SEM 


0 


O.OO 


0.00 


0.00 


0.00 


0.00 


0.00 


24 


4.36 


0.5T 


3.47 


0.66 


4.63 


1.15 


46 


26.46 


2.3Q 


27.61 


7.46 


55.57 


17.19 


72 


147.06 


42.39 


105.65 


20.13 


269.82 


53.54 


96 


356.28 


44.00 


335.28 


104.27 


501.16 


68.48 



600 



In vitro permeation through guinea pig skin 
Norethindrone Acetate Permeated 
(Table XIV) 




-Example 4(OA/LA) 
-Bcarrpta 17(OAL/LA) 
- Example 18{OAULAL) 



[0171] 



50 [ft 2 0 ] 
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(25) ftm^l 1- 1 5 2 2 2 4 

47 48 

Table XV 



Time 


Estradiol permeated (pg/sqcm) 


(n> 


Example 4 (OA/LA) 


Example 7 (OA) 




Mean 


SO 


Mean 


SO 


0 


6.00 


0.00 


0.00 


0.00 


24 


5.25 


0.43 


0.00 


0.00 


48 




0.87 


6.07 


T.30 


72 


5f.f2 


8,16 


27.60 


4.27 


96 


104.01 


e.$i 


50.53 


5.30 



OA :Otetc Acid 
LA :Laurlc Add 
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In vitro permeation through guinea pig skin 
Estradiol Permeated 
(Table XV) 



120 T 




TWE(h) 



[0 17 2] [ft 2 1] 

Table XVI 



Time 


Nor e thin drone Acetate permeated (pg/sqcm) 


(h) 


Example 4 (OA/LA) 


Example 7 (OA) 




Mean 


SO 


Mean 


SO 


0 


o.oo 


0.00 


0.00 


0.00 


24 


4.49 


0.36 


1.98 


0.18 


48 


27.62 


7.91 


9.60 


0.25 


72 


207.67 


S6.61 


59.07 


25.06 


96 


55856 


53.14 


139.29 


45.50 



OA:Otete Acid 
LA :Laimc AcW 

Graphic 19 



In vitro permeation through guinea pig skin 
Nonethindrone Acetate Permeated 
(Table XVI) 




T*G(h) 
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(26) #Bf!¥ 1 1 - 1 5 2 2 2 4 

t9 50 
[0173] [n 2 2 ] 

Table XVII 



Time 
W 


Example 35 <OA/UV) 


txtmpte 36 (OAAJVJ 


Example 37 (OAO-A) 


l^vooocQeetrd 


AfprvoUm 


TeetOftoratie 


Mein 


6D 


Meeit 


SD 


Mean 


60 


0 


0.00 


COO 




0.00 


0.00 


0.00 


24 




CM 




f7,ff 


16.90 


#.06 


48 


r.rt 


1.« 


1*7.07 


23.44 


41.21 


*7f 


72 






4f«.f7 


4Z« 


7*J4 


f*M3 


90 








*<r.n 


10$M 


20.17 



Graphic 20 

In vitro permeation through Guinea pig sWn 
Uevonorgestrel Permeated 
(Table XVII) 




[0 17 4] 3] 
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(27) 1 1 - 1 5 2 2 2 4 

52 

Graphic 21 

In vitro permeation through guinea pig skin 
Alprazolam Permeated 
(Table XVII) 




O 24 m 72 06 

TlME(h) 



Graphic 22 

In vitro permeation through guinea pig skin 
Testosterone Permeated 




O 24 48 72 66 



TIME (A) 



[0 17 5] (Amftitttf*) W5EWgfi<j(±, 

[0 17 6] ZilXb (DttteZmfe-r 2,UMfc<gft<r>m% 2> 
*»v>T(±, ^ftfc ©4^*^***4 Wig *7tJi*H**fl£ 
[0 17 7] £fc«RJE#j»aiJ(PSA) #tt<ofFii:ii, fiJ 

[0 17 8] #*<&*jh.km\ i oo^o * 
0 f# 4 W& i tz limit »= *t L T (/<7>^Hi 

[0179] mtLtzinK, psa uJtawpjtasuDi-* 

«\ ftJ»±<0#3»»|O»*, *»Lfv»4H<oK3BOili 



o*t#{i, ««IMoaffltzii«pU*i?-C*4„ 
[0 18 0] SB^lftIr1£(i&^^tt5f14^-*-^> 
11A<7)**9 vr-f T{-#*Ote3B£ 3 BWO 1 m 
afflOfttOI L/C. «>»K9 > f- -T T * v>-f *l*>24B# 

[0181] 

-#*tt -USE 

- fmm^<r>^mm^n - z o mm 

[0 18 2] r##4tttJ Hfc^T, ^TO!|f14 
50 v»£fc) K'j&SST*4o ©ffl»K*t, #»ttaWWi*tt 
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(28) 



1 1 - 1 5 2 2 2 4 



53 

[0 18 3] l"J£jf»teJ CovTli. CUE. iflSV 
[0 18 4] »ij>*lfctt*fi« fEXVIII SO'SXIX USB* 



54 



[0185] t«XVI 1 1 :ftiFttKMtt*] 
[0 18 6] 
Itt2 4] 



Batch N° 


Composition (%) 


Adhesion* 


Edge 
Adhesive 
Residue** 


Adhesive 
Transfer 
(Removal)*** 




PSA 


Ethyl 
Cellulose 


Foral 105 
E 








Pbo. 03 


63.62 




12.0 


90% 


3 


20% 


Pbo. 16 


63.45 


0.5 


12.0 


100 % 


2 


20% 


Pbo. 17 


61.72 


2.5 


12.0 


100% 


2 


10% 


Pbo. 12 


54.00 


10.0 


12.0 


100 % 


0 


0 % 


Pbo. 10 


63.09 




24.0 


90% 


3 


30% 


Pbo. 19 


52.93 


0.5 


24.0 


100 % 


2 


20% 


Pbo. 13 


46.97 


5.0 


24.0 


95% 


1 


10% 


Pbo. 09 


43.09 


10.0 


24.0 


100% 


1 


0% 


Pbo. 1 1 


75.35 






0% 






Pbo. 08 


65.86 


10.0 




85% 


0 


0 % 



[0 18 7] &X<r»<v LTBHT Rt? 20mtz c 

BHA (0.03 % / 0.04 H).*l-"f >SS12 HRV? M >S£ 
12 HS-i-tfo 

[0 18 8] £T<D'<y^T'PSA (±Duro Tak 87-2852 c 

[0 1 8 9] * #«ftt«4, teiKO«fflO|lllO&J»^ft3» 

L/c|5I^Ii:J:i), 0-100 irc.Aft*oitfc. 

[0 19 0] tt*Ottffl*>MOj£j»± 

U»S<tfc*»*»0« (fi) UJ:>)0-4 T.6&£o(t 58 

Table XIX: Skin reaction test results 



[0191]*** ft*#J&«K (Efc*) (i, #»3WO«i* 

[0192] [£XIX:jfc* 
[0 19 3] 
W2 5] 



Batch N° 


Composition (%) 


Erythema 


Edema 


Pruritus 




PSA 


Ethyl 
Cellulose 


Foral 105 
E 








Pbo. 3 


63.62 




12.0 


0 


0 


0 


Pbo. 16 


63.45 


0.5 


12.0 


0 


0 


0 


Pbo. 17 


61.72 


2.5 


12.0 ! 


2 


0 


0 


Pbo. 12 


54.00 


10.0 


12.0 


0 


0 


0 


Pbo. 10 


53.09 




24.0 


0 


0 


0 


Pbo. 19 


52.93 


0.5 


24.0 


0 


0 


0 


Pbo. 13 


46.97 


5.0 


24.0 


0 


0 


0 


Pbo. 9 


43.09 


10.0 


24.0 


0 


0 


1 


Pbo. 11 


75.35 












Pbo. 8 


65.86 


10.0 




0 


0 


1 



[0 19 4] ^r<r>^y^-(tmm±Mt LTBHT RZf 
BHA (0.03 % / 0.04 %), * U -f >&12 %RV-'y V M 
12 %iHtr 0 

[0 19 5] £TO/<vf-T-PSA l±Duro Tak 87-2852 D 

[0 19 6] tSSKi, ttX*Ht$&E*tcfT9fc. 

[0 19 7] fflK, #MRV t * s >m&. 0-4 ?j&ft*o 



[0198] (nffiHttO*tt£*)tt&17l -AX h? 
12AOWe«J«0£teKfcv»-C, «ftK*±K40 sqcm 

0*$/ Knxojfiiiilu^^Srjiil^-f tci 

oTfHILfco J^X* v^X MEstragest) TTS R (±Wi 
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(29) 



1 1 - 1 5 2 2 2 4 



55 



56 



3Ki±ii58r><sr>«& aiauafflu 3b?£(ci&*lt 7bo 

[0 19 9) 5ff$£li, ft?tt1±«^T-(open label), jfcft 

[0 2 0 0] I^Mlfll^>7 , ^Sraffl(:7fej£oT (3Sifc /<? 
11) t /cMA^-to-<i-SfigE(Combinat ion Patch) * 



*J^«xx|-7>xXHTS«$rlfflf* > 8, 24, 48, 72, 
96. 120, 144, 168, 192 B#WCH*i^ 0 

[0201] JrWfFfii* : 

> KD>KijSU^;u^JBc^j5^a(R|A) i£&ffli.>Tf? 

[0 2 0 2 ] SXX&tfXXI V23SCK24ICf#«bJl 

[0 2 0 3 ] ±«:fiJfflitW9ett* 

[0204] 

1*1-2 6] 



Table XX 
Serum levels of Estradiol (pb/tiI) 



Time 
W 


0 


6 


24 


48 


72 


86 


120 


U4 


168 


192 


Mean 


1G 


38 


64 


61 


65 


66 


51 


46 


47 


20 


I SEM 


2 


6 


5 


5 


5 


6 


6 


4 


6 


2 



[0 2 0 5] 



m2 7] 
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(30) ftffi^ 1 1 - 1 5 2 2 2 4 

57 58 

Table XXI 
Serum levels of Norethlndrone (pg/ml) 



Time 
(n) 


0 


8 


24 


48 


72 


96 


120 


144 


168 


» 


Mean 


53 


180 


536 


601 


578 


788 


504 


516 


457 


110 


SOW 


1 


33 


99 


104 


1 14 


204 


91 


78 


74 


21 



Graphic 23: Serum Levels of Estradiol 



80 



70 




0 4- , , , , , , , r-J 

0 24 46 72 96 120 144 168 192 



Time (h) 



Graphic 24: Serum Levels of Norethlndrone 



1000 




Time (h) 



[0 2 0 6] h 7 v*-;H/^;K^^tRS(i, fft 
* <D ffl^^*>-££fi#J (Combination Patch) V(± S#$mfr 
£JtJSi"&Ot::*t L> -xx* vx^ MEstragest) TTS R 

& o 40 

[0 2 0 7] M^ffi^xx^yt-^til 
K^OSa^*>*ftS»Ja^X^ hTTS R 
T*^^^tL50S^53 pg/ml T-A£o 

[0 2 0 8 ] y Kn>oje#tt]K(±, 
*to*««|-eii24«fB*^i|«-r4 (24- 168B#M) O 

[0 2 0 9] gMIOWOf^y Kn>jHftai 
frtcrti 569X^663 pg/ml T*&& 0 50 



[0210] ft*ote*te#<i, Ififfflf* 

*L& 0 

[0 2 11] CO + H*fri|#Lfc*»WO*Ru * 

[0212] ftKK«wnRif±frrtfta»5t*-e±» 



-30~ 



59 

[0 2 13] MC. £ftfiJE14iiff5Sco*$#<±, ft*7i-# 
i:tl^*4: t *BEWi-4K«t«rtaiS»J«jSe*tl» 
[HI] 



1 1 - 1 5 2 2 2 4 

60 

[0 2 14] fi£ot\ CO«*>-C»H=B*Lfc*:|feWJi, 

^fflmtaL rggsjcoif & L^otajh unit u ^ ;u 

[HIBcofBf#4-i5i^] 

[Hi] Kju±-r<r x^-SAS 

[0 2] ffittSttHft. 

[0 2] 

mtxmmt 
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